The organism has a particular affinity for the central nervous system and causes either a localized granuloma or more often generalized meningitis (Daniel et al., 1949) . Occasionally the fungus remains localized in the lung, which is believed by Conant et al. (1954) to be the portal of entry.
As regards the possible source of infection, Emmons (1951) isolated from the soil four strains virulent to mice and with typical fermentation reactions.
Carter and Young (1950) found pathogenic cryptococci in milk. Non-pathogenic cryptococci are found in the intestinal tract of man and on human skin (Benham and Hopkins, 1933) . In this laboratory Dr. W. D. Nicoll (1954) , examining stored blood from the hospital blood bank, found two bottles from over 300 examined contaminated with non-pathogenic cryptococci.
C. neoformans may be differentiated from the other yeast-like fungi without much difficulty. It differs from Candida in its possession, especially on first isolation from the body, of a large gelatinous capsule, and from Histoplasma capsulatum, Blastomyces dermatitidis and brasiliensis as well as Coccidioides immitis in its lack of biphasic forms of growth, since it remains in the "yeastphase" both at 370 C. and at room temperature. C. neoformans grows readily on Sabouraud's glucose agar, on blood agar, and in nutrient broth in a few days. On solid media a creamy-white, shiny colony appears initially. Later it becomes honey coloured and shows a tendency to drip down the surface of the slope, again rather like honey. Fermentation reactions are not essential for identification, the other features being quite distinctive. Microscopically, single budding (in this case fungi presented occasional double budding) yeast cells are seen within a large capsule (Figs. 1 and 2 ). The yeast cell has a double outer wall and within the cell itself there is a small, ill-defined refractile area. The capsule has been shown to be polysaccharide in nature (Evans and Mehl, 1951) and is serologically active. Evans and Kessel (1951) were able to distinguish three antigenic types. The capsule becomes smaller on culture, but is still sufficiently apparent to permit differentiation from species of Candida.
The organism may be easily identified in cerebrospinal fluid by the addition of india ink or "' nigrosin," when the capsule and its contained yeast cell clearly stand out against the black background (Fig. 3) . Its presence may be suspected in the counting chamber either from the presence of budding cells, or from the oval shape of the cells and their relatively large size. They can be differentiated from red blood corpuscles, since the latter are refractile when slightly out of focus. If the specimen is spun down, the capsule may be thrown into sharp relief by other cells or debris collected around it (Fig. 4) The mice in both series survived six months or more, even when cryptococcosis was the cause of death. Other workers have been able to produce fatal lesions in less time. This fact, combined with the production of abdominal wall " torulomata," suggested that inoculations of both cerebrospinal fluid and suspensions of the organism had actually been made subcutaneously and not intraperitoneally. In order to test this theory a further three mice were later given intraperitoneal injections, and a control group intradermal injection, using at Table IV . These results strongly suggested that the earlier inoculations had not indeed been made intraperitoneally. This is confirmed by the fact that the three control mice injected intradermally are still alive.
The histological appearances were similar to those previously described (Conant et al., 1954; Symmers, 1953) , and the lack of cellular reaction to the cryptococcal bodies was striking (Fig. 6 (Wilson and Duryea, 1951) and may fall as low as 5 mg. % ; chlorides are lowered (Wilson and Duryea, 1951; Daniel et al., 1949; Magarey and Denton, 1948; Carton, 1952) , while the protein content is raised and the globulin increased (Blair, 1943) .
There is usually no dramatic pleocytosis, and this feature mirrors the morbid anatomical finding of remarkably little reaction to cryptococcal parasitism. Such cellular response as occurs is almost entirely lymphocytic. The Lange curve has been reported as abnormal in cases where syphilis has been excluded by other serological tests (Blair, 1943; Wilson and Duryea, 1951; Magarey and FIG. 6 Carton (1952) . He reported improvement in two cases out of four, one being apparently cured. He suggests that " actidione " should be used, if possible in conjunction with fevertherapy, as was also suggested by Mosberg and Alvarez-DeChoudens (1951) . In a personal communication to the authors Carton (1953) advised " polymyxin " as an adjuvant to therapy. Wilson and Duryea (1951) report one case cured with " actidione." Against the particular strain of C. neoformans isolated here " actidione " appeared to be the most active in vitro, but it did not appear to act in vivo.
There has been much speculation (Gendel, Ende, and Norman, 1950; Symmers, 1953) as to the possible relationship between cryptococcosis and Hodgkin's disease. Of 165 cases of cryptococcosis collected by Gendel, 14 had associated Hodgkin's disease. No evidence of lymphoma was found in this patient and lack of necropsy precluded further search. In view of the possibility of some relationship between the deep mycoses and the lymphomata, the former should be excluded as far as possible whenever the latter are diagnosed.
Most textbooks describe the cryptococcus as showing single budding, but several of the organisms found in this case possessed double buds; this was noted also by Emmons (1951) . Multiple budding Blastomyces brasiliensis is excluded by the large capsule, by the absence of a mycelial phase on culture at room temperature, by the gross features of the colony, and by the histological appearances in inoculated mice. Summary A case of cryptococcal meningitis is presented. The mycological and cerebrospinal fluid findings, as well as the results of animal inoculation experiments, are discussed.
Methods of diagnosis, including the potentialities of 0.1% toluidine blue as a differential stain, are described.
Anti-fungal agents are examined. 
